our definition. Conversely, as Dr Benazzi also emphasizes, our proposed definition can be seen as a way of assessing patients who may be at high risk for having BD or later developing the disorder, especially BD II. If patients have many of the bipolar spectrum depressive features we highlight, closer examination may reveal past episodes of hypomania (or sometimes even mania) that either have been denied or have escaped detection. Further, such patients may be at high risk for future spontaneous hypomanic or manic episodes and thus may warrant careful assessment for such symptoms longitudinally. Hence, our list of bipolar spectrum symptoms can also be seen as clues for bipolarity that, if present, warrant an even more extensive evaluation for hypomanic or manic symptoms in a patient who does not appear to have BD.
In any case, we wish to emphasize that these are testable hypotheses, and we welcome and request the type of empirical examination that Dr Benazzi has inaugurated. Nassir Ghaemi, MD; James Y Ko, AB; Frederick K Goodwin, MD Cambridge, Massachusetts
Effect of Olanzapine on the Liver Transaminases

Dear Editor:
The effect of olanzapine on liver transaminases is among the less frequently encountered side effects of this novel atypical antipsychotic drug. Initial clinical trials observed a transient, asymptomatic, non-dose-dependent elevation in the liver transaminases in 9.4% of olanzapine-treated patients (1) .
Although this suggests an increased risk for hepatitis, it has been argued that there has been no evidence of hepatitis in the patients (2) . Some reports suggest that an even smaller percentage-1.9% in more than 2000 patients receiving olanzapine-had elevated enzyme levels, which gradually declined with continued treatment (3).
The Canadian Adverse Drug Reaction Monitoring Program (CADRMP), however, has received 9 reports of olanzapine causing mainly mild increases in alanine aminotransferase (ALT).
We report 2 cases wherein olanzapine caused significant elevation of liver transaminases, up to 5 times the normal reference range.
The first case is a woman, age 37 years, who presented with auditory hallucinations and religious delusions. This was her first psychotic episode postpartum. On admission, her liver transaminases were minimally elevated (ALT = 95 U/L > asparate aminotransferase [AST] 50 U/L). The normal range is ALT = 7 U/L to 40 U/L and AST = 7 U/L to 40 U/L. She had been taking 5 mg daily of olanzapine prior to admission, and the enzyme levels prior to initiation of olanzapine were not known. The dosage was increased to 10 mg daily, and liver transaminases were closely monitored. The enzymes continued to increase rapidly to about 4 to 5 times the normal reference range (ALT 237 U/L max) over the next 10 days. The drug was discontinued, and the enzyme levels gradually normalized after 4 days.
In the second case, a woman aged 62 years, with a long history of schizophrenia, did not respond to risperidone and was switched to olanzapine. She had been on 5 mg daily of olanzapine, which her primary psychiatrist in the clinic gradually increased to 15 mg daily. After she had been on olanzapine for a month, we incidentally found a significant increase in her liver transaminases (ALT = 179 U/L and AST = 115 U/L), following her hospitalization for delirium secondary to pneumonia. Olanzapine was then discontinued. For the next 4 days, her ALT fluctuated between 137 U/L and 180 U/L before it normalized.
Both these patients did not have any clinical evidence of liver dysfunction. The remainder of the liver panel was normal, except for a decrease in albumin in the second case, which normalized after stopping olanzapine. All other causes of elevation of liver transaminases were ruled out.
The relevance of elevated transaminases remains controversial. Mild elevations have been reported with the use of olanzapine. However, relevance of marked increase in liver enzymes (> 3 to 4 times the normal reference range) remains to be elucidated.
It is unclear whether these patients can be rechallenged with this drug. Thus, further research is warranted to address the relevance of elevated enzymes.
